Pr ecis: These findings support a role for the IL-33/ST2 alarmin pathway in CML maintenance and therapeutic resistance, suggesting a tractable route to degrade resistance and extend survival in relapsed patients. 
Pr ecis: Selection of particular portions of a tumor antigen that can stimulate T cells without generating immunosuppressive responses provides a capability to design vaccines displaying a more effective antitumor response.
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Human Rhomboid Family-1 Suppresses Oxygen-Independent Degradation of HypoxiaInducible Factor-1a in Breast Cancer
Zhuan Zhou, Fangfang Liu, Zhi-Song Zhang, Feifei Shu, Yangyang Zheng, Li Fu, and Lu-Yuan Li
Pr ecis: A nonprotease related to a class of intramembrane proteases (rhomboid proteases) is found to control HIF1a degradation in an oxygen-independent manner, greatly expanding knowledge about how this core regulator of aggressive solid tumors is controlled. 
ABOUT THE COVER
The BH3 mimetics ABT-737/263 were developed to trigger programmed cell death (apoptosis) in tumors that express high levels of the antiapoptotic proteins BCL-2 and BCL-xL. Promising preclinical data in chronic lymphocytic leukemia (CLL) and small cell lung cancer (SCLC) warranted clinical investigation; however, single agent responses to ABT-263 in extensive-stage SCLC were minimal. Here, using patient-derived xenograft (PDX) models of SCLC, it was found that responses to single agent ABT-737 were acute in duration and accompanied by decreases in HIF-1a target genes. Using transcriptome signatures of ABT-737 responses, the authors identified that classes of PI3K/mTOR inhibitors were synergistic when combined with BH3 mimetics in vitro and provided durable tumor regressions in BCL-2-expressing PDX models of SCLC in vivo. Interestingly, the mTOR inhibitor rapamycin preserved levels of BAX protein, a requisite gateway for programmed cell death by ABT-737. These data add a new light on acute resistance mechanisms targeting antiapoptotic proteins. For details, see article by Gardner and colleagues on page 2846. To request permission to re-use all or part of this article, contact the AACR Publications Department at
